PCT 



[H $K 3$t j£ JU 




(51) BK^fff^S6 


Al 


(ii) sss^sas^ 


W099/12534 


A61K 31/17, 31/41, C07D 257/04 








(43) BBMiBBB 


1999^3 £ 18 0(18.03.99) 



(21) m&mm&^r 

(22) SBiiJJHB 

(30) &.%Wr-9 
#$¥9/245101 



PCT/JP98/03930 



1998¥9£ 2 0(02.09.98) 



1997^9^10 6(10.09.97) 



JP 



(71) mmx (*asr»<-r'<-cofi*BUwot^) 

(ONO PHARMACEUTICAL CO., LTD.)[JP/JP] 
T541-8526 *RJi?*RT|T*JfcEi»«Br2TB 1»5* 
Osaka, (JP) 

(72) JM* ; fcitf 

(75) SSWif/fcrJMA (*Bfco^-c<D*) 

Ea*(S^£(TAJIMA, Hisao)[JP/JP] 

4 1 lij #^(NAKAY AMA, Yoshisuke)[JP/JP] 

^^^^(FUKUSHIMA, Daikichi)[JP/JP] 

T618-8585 *BD»=ftW**>r«#3TIl#l* 

/J4FXAX£K«;£ft **»»^flF*afrt Osaka, (JP) 

(74) ft*A 

#S± ^KOHIE, Kunihisa et al.) 

f 103-0013 **f^*BB:«A«OT2TB2#6* 

»QSg2kfyU7|® **»IF*«B? Tokyo, (JP) 



(81) f££@ AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, 
CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GE, GH, GM, HR, HU, 
ID, IL, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, 
MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, 
SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, ZW, 
ARIPOftfr (GH, GM, KE, LS, MW, SD, SZ, UG, ZW), 
Tffift (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), BMNftft 
(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, 
NL, PT, SE), OAPI^rW (BF, BJ, CF, CG, CI, CM, GA, GN, GW, 
ML, MR, NE, SN, TD.TG). 



(54)TitIe: PEROXISOME PROLIFERATOR-ACTIVATED RECEPTOR CONTROLLERS 



A 



R 1 — A— — N 
I 



X 1 

A. 



0) 




(57) Abstract JV _ 

Peroxisome proliferator-activated receptor (PPAR) controllers containing as the active ingredient compounds represented by general 
formula (I), salts of the same, or hydrates of both (wherein each symbol is as defined in the description). The compounds exhibit control 
effects against PPAR and are therefore useful as, e.g., antihyperglycemic drugs, antihyperlipidemic drugs, or preventive and/or therapeutic 
agents for metabolic diseases such as diabetes, obesity, syndrome X, hypercholesterolemia and hyperlipoproteinemia; hyperlipemia, 
arteriosclerosis, circulatory diseases, polyphagy, and ischemic heart diseases. 
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V>T, V - AJf Jj|^fg1£>ffcg## (Peroxisome 

Proliferator Activated Receptor ; &T\ P P A R g^te t B&ISi" £ o ) S ttT 

v»£ 0 PPARt§#l±, ?J?i^||»t,cDNA^n-^V^$n, 

*LT W & (J. Steroid Biochem. Molec. BioL, 51, 157 (1994) ; Gene Expression, 4, 281 
(1995) ; Biochem Biophys. Res. Common., 224, 431 (1996) ; Mol. Endocrinology, £, 
1634(1992) #BS) 0 r M\±$.Kffimim~ &&iffflJfe, MHU 'h» 
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SWKf&SLTV^ Z.ktf%\btlX^Z> (Endocrinology, 13J, 354-366 (1996) # 

m) o 

5 I D DM) lcMi--St&«flSli: LT£qt>*tTi3 »K #R»SJfe#OJ«jflU»**jEi-4 




10 r 7VJ ^Vtf^WWf WISSC-o^P P AR y § 

») , P P A R y <9 3te¥t£i1££i§;*:$ *S £ LTv>4 
(Endocrinology, 122 : 4189-4195 (1996) ; Cell, S3 : 803-812 (1995) ; Cell, £2 : 813-819 
(1995) ; J. BioL Chenx, 2ZQ : 12953-12956 (1995) #ffi) o ttoT , P P A R y CDife 
^M&*^*$«PPARyf&teft&] (T=T-^h) fi, ifii*il$T3Ji5<fcOV' 

IJPPARylfi &&<0%m.ZXM1- Z £ t*«ftl <b ft TV>£ (Genes & 
Development, ID I 974-984 (1996))£ t P P A R y *i8t£ffc1-& <bf P 

PAR 7 S6a*©«a*iilin$«l(l#J<>Blflc»^fflt#£t,^ 0 

&l*3 P P A R 7 (4 mffiM M5Mt bZ m t> o T * 0 (J. Biol. Chem. , 222, 
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5637-5670 (1997) ££Xf Cell, S2, 803-812 (1995)#i8D , £ tl £ fg&'f bT- # 2>-?-T 

$ fL/S (Lancet, 342, 952 (1997)#M) » t£o PPARy f&1£££P$U 

#HI&J^ftK^fflT'&£ £#x_feft£ 0 i^^t, Science, 224 : 2100-2103 (1996) 
Kli, PPAR r £'J >^k-r-&ii:HJ:oT^^ffi^ : Sr#|I$l|-C§-2»^ti^ 

^a«-i^io-e§ & P p A r 7 S£3mm#J(±jMI$T*iK ISKfiT*!, US 

e*o»a*Miwc § <s p p a r y s^i&%«uMja. nm&TM, m^m. m 

*sy KD-AX*Oft»*ir«, Alii, »JR*ftffi,' SHWEE, 
*4>?Mr* J: ft tt te03U i: L T^ffi T* S £ i: 5&*$8f £ ft £ . 

&.TK.7Fi-7->c7u-h&{k&h s man. ^^v^Tv-vitmn^. 



14 TV- h^k^^^rt^gfiRO-o^PPAR 

£ i> $m LTV^ (Nature, 242 : 645-650 (1990) ; J. Steroid Biochem. Molec. Biol. 51 : 

157-166 (1994) ; Biochemistry, 22 : 5598-5604 (1993)#Jffi) 0 ift^iti^, 




O 

?n7^ TV- h 



3 



WO 99/12534 



PCT/JP98/03930 



7 -fVw- Yftit&totfmmt LHPPARa 3&$#OW«5Wtt, JJ&RfiTft 

HftJSWfct, P P AR a-hmttZmifc&t LT, mffi> WO 9736579-f- 
5 W»»K:tttlLiBSIf^ffl4:«"LTv»*ifc*^l^$fL/i 0 Sfc, J. Lipid Res., 32, 
17-30 (1998)IC liPPAR a $t#:<Ofitt^(:J: o TTt&^jK'J (HDL) 3 

V^TD-^ftffl, f Lt, ®^£V*'S6 (LDL) 3^fo-WS 
te#!tU*Se (VLDL) i^-f $ e> Kite b V 7 V -t V KO&Tffc 

ffl«r^LTV^ifc^^?fLTV^ 0 Diabetes, 4J, 348-353 (1997)Kt± ? 4 7 V 

>mm<D&mitm#> htitztm^^nx^^o^xppARa^ 

#=Srft^ki-^T=f-^ h*PF AR am&&£<D%;m.Z?cm-j-Z> P P AR a 

wmm&mM&TftL nmssummmm t Lx%mx$>2>tffr «? x& < , ?ss^ v 

^Mfi (HDL) 3 ®^jKV*S6 (LDL) 3Mf 

is n-/^* fc v#se (vldd 3^70-^0^1, 

PPARi ^#Sr^it fci&tefb Lfc x ) ff> K^PPAR 5 3£§Ffl£**IW 
20 ^i-££$>i£tt<a^{i/|>£v> 0 

PPARtffi, tH:PPAR/3, *Sv^iith©^:'l±NUC 1 
*ITV>& 0 iti^tCPPAR^4iffitti:LT, WO 9601430 ^9J*ffl#K:»i 
hNUClB (khNUClt 1 7 5 ;mM*Z> P P A 4 7) r P 

PAR a ^^m^^^^^-fey^-^^I^^^J-C^ t^SfLT 
25 V>& 0 mi£-C{±W0 9728149 fWltK^Wt, P P A R 8 S&M KM^ 
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LT^&Zttm^ZtifZo tot, PPAR<5£f&t£<ffcT£ST=f-* MCtt, 
T*U Hm^^r&ie^ 5/ > K n - A x <a V J* * -7 r * 9 - eliftt'dbtott'fr&Jfe 

*IH9tfl!v>4HB3t (I) T*Sft*<b'&*©— »l±^ 6-184086 ^ 

6-211814 M±IF4»H7 4-300859 ^ (**{& 3 - n y s<4Mf fiUH&H 

490820-^-) mfflW~e. Ty*J*7-y 9 sy um^mizm^x, nisi, do 

10 TV>&o 



*«w#fett, p p a R^#^o$u®)M^wr^^fb^^^,ai-r-< < lit 

15 U $m*^)SLto 

20 "Cab -5 £ t (i^T* £ Ztih<DZ.bfrt> WMt&tilW P P A R$##<0$lJ«l 
1) -*5*; (I) 
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i ) 

2) Cl~77;^l/>i, Sfctt 
5 3) C 2~§T)\<>r-Vy&*%:t>L, 
RM± 

i) A#JM*#***>i-»#, 

1) C 1 - 1 4TA'*)\<&, 

2) C2~6T^^^, 
10 3) C2~6m-*I, 

4) /M3$»>EFJ- % C1~47JW$, C 2~6T;i/y-^*^«iC 1 

~4 7^3^yi*^M$^, l ifc{±21B©it&&-eg&£*tT 

wtuv>c3~i4 <^>m^t u&mvmu t tz \i^ma z>&tm&. 
15 . 5) mmm?ztzimnm**i®&%?z4-7m<v&w<v^Tumzm 

ii) A**C l-7T^^V>^tz\iC2-6T)V^r=.vym^t>'t^, 
1) /MJ$*>jK^ 

2) 

20 3) Cl-4 7;V3 + yi, 

4) 7x/4vl, 

5) C 1 - 4 T to* 

6) 7 5^1, 
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7) -OCOR 4 i R 4 l±Cl-4 7^;H^to ) , 

8) -OCOOR'S R'UbJcSE^SfcttC 1-47^*^^ 
t>i-„ ) , 

9) 7Nny>Sf, C1~47;WS, C2~6 7^-;VSS/:I±C1 

ttz\t 

1 0) IfI?i/:«Mf* liMtJ 4~7l(D*i©Af ni^S 
10 X 1 fi 

1) &mm?. sfctt 

2) WJB^ **:bU 
X 2 Ji 

1) -NR 2 -i, Ztz\± 
15 2) BBWf-fcftfcU 
R 2 (i 

( 1 )*5JtIg^ 

(2) C1~47^J^ 

(3) C2~6 7n-^i, 

20 (4)C 2 ~ 6 TA'*~^at, * fctt 

(5)TlB (i) ~ (vi) 39»fe«R«*L4 1®<D&VW&2MzC 1 ~4T;l/ 
C2~6 7^-^$, itzliC 2 ~ 6 7;v*^^iiIfcL : 
(i) -COOR 6 ! R 6 «tK^M^ Cl-47^1, ££f± 

- (CH 2 ) „ 2 -CONR 7 R»l (&*, R'isXZfR^i^ti^tumiL 
25 LT, 7K^M^> 2£f±C 1 -4 7;^;vi*$W^ &£V>li, R 7 

fcRNiBfti-aME^ fc-fcfcfcoT* - (R 9 ) (36*, R 9 
{iTjtSm^fcfiC i-4 7MJl/M|i)U mill 1 ~3«>*E»* 

**?-to ) -c®m$a-cv^ s statist «: \tt1\t2m. mmmj-tte 
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(ii) -CH 2 OR l0 l (!4\ R 10 li*.m^ C 1-4 7***26**: tt 
5 -COR 11 ! (!*, R^iiC i~47;^;^^to) *^i- 0 ) , 

(iii) -CONR 12 R 13 I (!t»> R 12 i5J:^R 13 J±^*v-rtL®a:LT, tK^ 

ci~4 7;^;H, - (ch 2 ) d3 -coor m 1 

R 14 fi7lc*Ii^**:tiC 1 -47;^^^U n3l±l~4«I 
&*mt>1r 0 ) . *fcf±- (CH 2 ) l4 -CONR 15 R 16 I 

io R i *tsxvR i 'i±*ti j e*ma.Lx, ^mw^tfzitc i~4tw 

»*S£*>f^ R 15 fcR 16 {±^i-^.M^®^t-i^lC^o 
T, - (R 1 7 ) m2 ! R l7 tt**S?-*fcttC 1-4 7***26 

*^*>U m2lil~3^S^^to ) -C«&$*LTV>£, MSIC 
^& 1 itz\± 210, MK^fcBBWK^fc l«ro*/stta*JK^fc« 
15 *^**W-3«^-T* 4~7J!omilOfi5fiIO^"7 l n||l«:^L, 

n 4fil -4?>&gc£itfr-to ) *£EfcU **vMi, R 12 fcR 13 JiPH 

•f o ) , . 

20 (iv) 



(It*. 
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it i - 3 <Dm&*wb-fo ) 

(v) Any>]gf, C1~47W^ C 2~67;V/^^;u^t/cf±C 1 



(vi) mmw.'f-imz^-f* 4-7i©Afni) , 

R 3 li 

i) -COOR ls I R 19 tt7K^®^t^liC 1 -47K*i«fc 

-To ) , 

10 2) 



R 2 •tttlTS fca c 1 ~ 4 7;^;H^^fef„ ) , 
3) lH-f b5y-^-5--f;H, Sfcli 
4) 
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15 





(R 21 )m4 £ 
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5 R 21 li. 

< i )^mw^. 

(2) C1-4 7WI, 

(3) Cl~4 7;i/3 + yI, 

(4) C l~4 7Mm^ 
10 (5)*$^, 

(6)fcKo*y (Cl~4) 7*^**, 

15 (10)— hni, 

(ii)7x-;vl, 

(13) C 1 ~ 4 7^^;V7^7 >f - ^S, 

(14) C 1 ~4 7J^)W^*-^ ttzit 
20 (15)- J -R 22 & (&+, J |± 

(i) 

(ii) C 1-47^1/ £7tfi 

(iii) C 1 ~4 T^l^^v^fc^frU 
R 22 f± 

25 (i) -COOR 23 S R 28 !***!!^ C1~4 7^I, 

2*:{i-CH 2 CONR 24 R 25 g (36+, R 24 ^3 i tfR 2 5 ti^ft 
-r*M66&LT, jJcJWTf-ifcttC l-4 7^*tlEbt, ) 
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(ii) 

COOR 23 
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OH 

(iii) 

,COOR* 3 
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(iv) 



OH 

O 



(v) -C0NR 2S R 27 I. (&>K R^li**^ * fcttC 1 ~4 

if;li-CH 2 COOR 28 « R 2 •tt*3WK J ?-* fctt C 1 

15 -4r^*4*^t. ) £^*>-to ) £^fc>U 

tztz U ra4^3 ***rr*frfc»i, 3i<OR 2 $> K- J -R 22 &£ 
SfrU ^OS*<^31®<^R 22 55 ? -COO R 23 ^ R 23 f±mffBt 

v^^COOR 23 

I * 
20 OH 

(&*K R 23 tilfiei:Ni:iti*5:^i-o ) , 
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COOR 23 



5 2) 



10 



15 



(2)C 1~47;^1'>I, 

C 1~4 7^3*V$, -OCOR 32 S (£4", R 32 »iC 1-47^ 
^r^^r^^i-o ) > -OCOOR 33 ! R 3 Mi> Cl-47 

>u*>i>a£*^*3*ro ) s/cJi-cooR 34 ^ r 3 4 a^mm^ 

ia <7> ft tv>t*> j: v>c 3 ~ 1 4 <Dwm.*tz\*&m.<of&m 
t tz\i*&m<DM$mi m-ew&ztitzc 1 ~ 4 7^v>i, 

ttzit 

(4)C 2~6 7^-l'>M^bL> 
R 29 f* 

i) L#lM&'&*iE*>*'»£\ 

c i • 

(2) C 1 ~ 1 0 7J^^i, 

(3) C2~67;^-JH, 
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(WaWBLJ-. C2-6 7^-;H, CI 

~47^n^y$, -OCOR 32 S (£*, R 3 2 ttUifK t ffl CWfc 
*mt>-t 0 ) , -OCOOR 33 S (**, R^fifrfEi^t&i** 
^toi"o ) ffcti-COOR 34 * (**, R 3 4 tifltflE £ C^CfcS: 

ii) L)5 J C1~47^K1/>S, />ny>g^-, tK®S, Cl-47^ 
fl'*, 0 2-6 7^-^1, Cl~4 7^+yi, -OCOR 32 
* R 32 {iMIBi:l^i:^5:St>f ,) , -OCOOR 33 I(i 

4\ R 33 {i1tffEtl^i:iti* : Sr^^i-o ) Stli-COOR 34 i(i+, 

(2) Cl~4 7;i'3^yl, 

(3) C 1 ~4 7^^^f^ 

(4) -OCOR 35 I (&*, R 35 JiC l-4 7J^^S*tfct. ) , 

(5) -COOR 36 l (&*, R^lidcSB^SfcttC 1 ~4 r;i/4;i/ 

&>zmt>-to ) , 

(6) ^0**:/^, Cl-4 7^S, C2~6 7;^- 

Cl~4 7^^, -0COR 32 S (It*, R 3 2 1± eff 

Btm£±mz&t>i- 0 ) . -ocoor 33 (&<k R^iintrie 
t m z$m*&t>-r* ) s^ti-cooR 34 * (»<k r^m 
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R 3 °{±, 

5 (1)t|c^^ Ztz\U 

(2)Cl~4T^^i*gW, 

R 2 9 - L - 1 R 3 "ri^i-i^ t &irtZ>8mWL=f-t o 

(1) C3-7v^n7Wi, ifctt 

(2) 5~71©7^ h>3t£SfrU 
10 R 3 Mi, 

( 1 )tK*®T> 

(2) -COOR 3 'i R 37 li*tlf> 

C3~7y^o7^;H^:li- (CH 2 ) l6 -CONR 3S R 39 I 

15 4 7^^^*$w, ^av^ r 38 t R^imm-tzmmm.^ 

t-ftKK^X. - (R 4 0 ) m5 g R 40 Ji7K«^-S fcli | 

C 1 ~47Wi*^t)L, m5 ii 1 ~ 3 <?5^m^^1-„ ) "C 

im?<>ztzimmwL?-k%imm?-z&n3m'er£-rz>4-~7M<7> 
mt>i- 0 ) . 

(3) -CHjOR 41 S (&*K R' 1 te7kmm=?-. Cl-47;^^ 

iti±-coR ,z i (at*, r 4 m±c \-~4T)v^)vm^ut>-r 0 ) 

25 (4)-CONR 43 R ,4 i R 4 3 i3 «fc tfR 4 4 fi^ft-rtUki LT , 

TfcfjtJg^-, Cl~47;K;ul, - (CH 2 ) o7 -COOR 45 S {M 
tf, R^ii^m^itziiC 1 ~4T;w*;i^£^fc>U n7l±l~ 
4<0|gm$r^t)i- e ) Sfcfi- (CH 2 ) „-CONR 46 R 4 'S 



14 



WO 99/12534 



PCT/JP98/03930 



B*fc-ltfc*oT, - (R 48 ) m6 & R 48 li> ^SfJK* 

SfcJiC 1-4 TKA'ittlltJL, m6lil-3 <D&Wi*%.t> 

y^OJ^Ofi&fD^f-oSjtfc^fr U n 8 fi 1 ~4 <93g&£^*> 
-To ) ££Efe-r„ ) , ttzit 



L> m 7 li 1 - 3 <Dmk*&t>1-o ) t$i)L, 
n 5tt0*fcttl ~4«?Sl^t*^*J-to ) **v>»i 



7** **v>U\ R 46 tR 47 Ji^-r*a# 
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m=F t mmm** &n 3 m^-tz a ~ 7 n <DMm<oma <d^t ni*, 
^(o^7-u-m.K^<y^m. 1 m-t>m&Lx^zm&mz%it> u m« 0 

n 1 it 1 ~ 4 <Dm&*g:t>-to ] 

-VTFZti&lt&b* f^?)<o^#M> Wb<a®tt;&ni&, ^tz\ttixh<Dim 

^JfiLJE^Jfil^<o ) is-ttf 
10 2) N-^f-^-N- [ (2' - (1 H--r h yV-)V-b - 4 )V) - 1 , 1' 

N, N-tr* (2 b^v*;u^;i/jc-^;i,) -N* -■/^^-N' - [ (2* 
- ( l h-x h 7 5 -4 fr) -1, 1* -e7x-*- 4 --f 

20 if. r;u^r;^, 7fr*-fr^ tji^^v^ t^*;^*^ axxfr^^- 

— (I) R'jSJ^R 37 ^ ioT^fcSft^C 1 - 1 4T)V*)Vmt 
25 li. ^f^K x*>u, :/nn';K --Of-JK a^v^ ^t^K 

J: £ fi h (D^mb-mx h Z o 



16 



WO 99/12534 



PCT/JP98/03930 



R'i5J:O t R 2 n:J:oTit>$ii-S.C3~14©^©f«iUt©C 
2~67^-J^ R 2 iz£iXm*>Zti2>C 1 ~4 7;^iH, C2-67 
ii/^r-^^ttz\tC 2 - 6 T;w^r- ;i/^lc®^LTv^ c 4~ 7^ii«t 
1X00 2-6 7;^-^ iJiOaKJoT^frSfL^C 1-47^ 
5 4rW->^KM&LTV>£C 3 ~ 1 4 0#t*^<^&*£ U©C2 - 6 7;1/^ 
—JUjkb&s ?v<=.n,^ 7f-;v, — >K ^^•fe^Pgis,}: 

HRS: (I) *K R 1 i5J:a f R 2 i:J:ot$fc?WC2~67^-JHi:li, 
T'ntfj^K f^-=.)v, so^-fr, =-)V^i3 3LXfz\ixh(Dl^ 

10 

— (I) f> R , i5«tU f R 29 ^J:o-CS*>?^'5>C 3 - 1 4 Oififctt 
#-^l&^ni7t{i/F«afOOR^^ is XVHZ £ ^xmt>2tiZ C 

St LT(i, fliJAJf, y^n^i'^yxy, ^>-tf> % 7 ? P > , ^ 
15 7Xl/>, 7)P*U>^ 7xt>H/>, 7>b7^^, T-b^-^^l^^, fcf? 

20 "t-S4~7McD^co^xn^t LTf±, £ y TM \£y^ 

(tfS^tf, tfny>, ifnyv>, tf^y^>, *t>*$) tfmth 

(I) «K R'iS.tUfR^Cio-C^^^^D^S^ R^itf 
25 R 29 i:J:o-Cti?$^C3-l 4 <D&kmm.<om&&t LX<DWf>WL=f-, 
R 2 iZX otifcHSC 1 ~4 T)V*)U^ C 2 - 6 7 /Mr tt 
C 2-6 7>l'*-/l'&K«&LTv»SC4 ~7<OR»fMi: Lt^n 
Y^m.^ «fc IFL £ X^XUt>^HhC 1 ~4 7^^fl/>iKtjfeLTV>4 
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c3-i 4o^<oiMt Lx<D^tiyy^tit. y*>m, mm. 

HKsS (I) R'> R 21 &£ZFR 29 KXvX£;t>2tlZ>C 1-47^:3* 
R 1 £XV ! R 29 iz£^xmt>2tl2>C 3~ 1 4^»iMi LT© 
5 Cl~4T;Wn4rv^ R 2 K<tot$fc$ti5C 1 ~47J^;H, C2~6 

;U^U>^{CM^LTV^C 3 ~ 1 4ORfl<0lMt 1X^0 1- 47^ 

10 t£fc&-c*&o 

—83; (I) »K R\ R 21 ££U t R 29 tZ£^xmt>2th2>C 1-47W 
y^;^*, yn^ft, ^ju-f-*|fc&J: tfCLft 

-«!^ (I) R 29 CJ:oT^?^Cl~l 07;i/^fJHi:li, >f;K 
15 .x-^;k •/ntfJK 'Of^K ^*v;k ^t^k jj-^-f-ZK y^;K 

(i) R 2 ni<to-c^$^*^MT^^«Hii^n@*^ 
20 t*y?>, *-y>3f) ^if^n-&o 

-«fcft (I) »K. R 29 KioT^fc?:ft&Iiif®^£&#/jiC^£ lWo-a* 
1"* 4~ 7lO^AfDifc LTfi, mx.it, **q- % S-» % >fV**t 

25 -jft* (I) «K R\ R 4 ; R\ R\ R\ R\ R\ R 1 °, R 1 *„ R 1 2 > 
R l3 > R'\ R 15 , R'\ R 1 7 , R 1 8 , R 19 , R 20 , R 2 \ R 23 , R 24 , 
R 25 n R 2f \ R 2 \ R z \ R 3 \ R 32 , R 3 \ R 3 \ R 3 \ R 3 6 , R 3 \ 

R39> R 40^ R 41 % R 4 2> R 43 R 44 % R 45^ R 46^ R 4 7> R **££XFR" 

18 



WO 99/12534 



PCT7JP98/03930 



C3-1 A<n$i : mk<oW&£kh lx<dc i~4 7;^;H, RHzx^xmfrZ 
ti&C 1-4 7***^ C2~67;^-;HJ?tliC2~6 7;v+-^i: 

e&LTV>£C 4- 7 <Dgt$m<QW&&k LX<DC 1~4 7;WI, i3«ttfL 
5 n«t^-cat»$tL^C l~4 7;Hl/>Si:ltLTV^C3 ~1 A (D^MM. 
OlMi: LTOC 1 -4 T***2£fcli* .*■?•*. 7ot";K 7^* 

r 29 -l - tR 3 °tf*thb&&&i-z}kmm*t-miiZ%^xmt>-fc 3-7 

(I) <K R 29 -L-i:R 3 0 3&^itP,^|§^-r2,^^i:-^lc^o 
15 — ft* (I) <K R 2 i:J:oT^?nSCl~4 7^;H, C2~67^ 

*--*&££teC 2 - 6T**-*^ks&Ltv>&c 4-7 <D^m.<Dmui 
^ n^-o £ ^?>-<f> > n^3r-tf-v.x>, v ^ n ^ ^ -b: > . n^-^-y- 

20 —ft* (I) R 2 i: < toT^?^Cl~47^;i'i, C2-67^ 
^--^iitttC2 - 6 7**-*&Kg&LTv>&^f{|j!ii^-£ HS-^tt £ 

-ft* (I) 



25 
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-©- 



HXXfR'tRK R 15 tR 16 , R l2 i:R 13 i3«kO f R 38 i:R 39 . R 46 tR i7 tf 

mm®.* 2mt wtmm^ im*tz nmm®* 1 m t Etrnw^ 2 « *&%-r * 

* * -9- y > i5 J: tf^w tKn y * \£ z/i^^Wb ft £ „ 
( I ) *K ^ 



15 izx^xmt>ztL&m.mm : ¥-i *^t±2ii, axm^^K^ia^fcHii*^*^ 
•sfcttSHWR* i m ttt®^2 4 - 7 *©w^©^r 

>VV>, 1, 2, 3, 4-fb7tFnty , J>, 1, 2, 3, 4-fh7t 
20 KD^7^r/'j>, 2, 3-^tKO/(7r/-;K 2 , 3 - i^H Ko-^>X>f 
S^V-^K 1, 2, 3, 4-th7tKn+tV'J>', 1, 2, 3, 4 —f h 
7fcKny>;TA 1, 2, 3, 4-f b7t Kn^y+f'J 1,2, 3, 
4-7F7kFn7^y>, 1, 3 -***Mf- 2 , 3 -v 7 * Kn^f >r>. 
1,- 4-**W-2. 3, 4-h'JtKot7?U>, 1, 2, 7tW7 
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•T-2, 3, 8-h'JKKot7?l/'A 1, 4, 2-*J**W-2, 3 -v 

5 fz\±s<>f * U>&Zfz\tZ tlb 2>o 

-*fcS; (I) 4>, J JsitfLlcfcoT^bSft^C -1-4 TABUS'** l±, 
h'J^f tf7^f U>*l/:l±:^i^IW 

HttS; (I) *K A*3 .ktfLK i-oT^fcSfLSC 2 ~ 6 7^-l^>Itli, 
(I) <K 

-©- 

-tta (i) 

20 HftS: (I) «K R 2I fcJ:-»T&sb3*i*fc Kn*^ (CI -4) 7/u*/HI 

— ASsS (I) 4\ R^KioT h y^D^^afe+o^nyyai^-* fctt b 'J 
25 M**. 
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— (I) *K R 21 i:ioT^?WCl~4 7;^^M-JHtli, 

gi3 J: £ ft <b -5 o 

— (I) *K J K.XvXmt>2ti&C l~4 7;^U>t^f'>Iili, * 

10 R'-At LTIi, L< ttC 1 - 1 OT^^SJ £tiC 2~ 1 0 7;^ 
:=./l/3feT?*»K X L< itC 1 - 7 7^+^SfJbi, 

COOR 6 ** R 6a fi7K*JT^i^J±C 1 ~4T;v*;i'&£^:b-ro ) T 

' m&£ft£C 1 ~4 7;v+;ui^St>to ) SfcttSBWTFC*^ i*#*L 
15 <liNH^t?**o 

Efc LTfi, L < li 

1 ) C 1 ~ 1 0 7JV*^ 

2) ^n^'/||^ tK^> C1-47WS, C2-6 7^-^, CI 
-4 7^3^$, -OCOR 32 *, - OC 0 O R 3 3 &t tzit -C 0 0 R 34 & 

20 (*3fc"*\ R 3 \ R 33 i3J:O f R 34 {i, H&lfii m liSl**^*^ ) 

ft£, 1 $ t:te2m<om-?W&Zti-C^T i>£\<*7 ^-fr&teXV/t tz\± 
COOR 1 ! R^iy^mW^itziiC 1 ~ 4 T ^^gSr^-To ) "Cg 

&£ft£C i~57;^;H, 

3) C3~7v'^dt;WS, 

25 4) 1 Zt:\±2m<DR 2la m-?W&2ftX^Xi> J:v>7x;jH (&4>, R 21a 

j±r 2 1 fcrffu 2-fSOR 2 la *-e@&$ft£i§£-, 

#R 21a &fi|ejD-?$>M&oT<{> iv» 0 ) J:f)^U»EtLTIi, 
1 ) C 1 ~7 7;^^i, 
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2) ■7x.-)l<m&XV/it:i*COOR*& R a tefcMW.^ itz\iC I — 

3) C5-7v/^n7JWi, ttz\t 

4) 0 1- 47^1, 0 1- 47^3^^ Cl~47^f^Is.^ 
5 uyvS^ -hngg, -COOR 234 ! R 23 Ni7K^0^ Cl~4 

10 ^fl^-efflv>-5-^ (I) •C^$^^*#:fitl^'ffc^^Ji: Ltli, #£;6fe#9 
KfBit L£4b^> & «fc IW&HR* 6-184086 ^J* «t 6-211814 -^*ffl#K 

IN- (1 -*;u^^rv-2-p«^;W7'ne^) -N' 
15 ;i—N' - [ (2' - (1 H-x h -1, 1' -^7z- 

;i/-4--f;u) *-f-/u] •fi^r 6-184086 -^-o^ife^ 4 - 3 9featfHb-£- 



N-NH 

it^2 :N-7xW-N' -t^w-n' - [ (2* - (lH-fb7 > / 
20 -^-5-^^) -1, 1' -lf7x^;l/-4-^^) >?-;i>] ?l^T 
6-184086 ^(Ommm 3-2 4iE®<*Mfc£-4g5K;tia) 
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N-NH 



it&®3 : N-r^-N- [ (2* - (1 H— r F5 , /-*-5-^^) -1. 
- 2 -7x^xf^r^ (&&-t-£^£ifcfll2 Kffl^) 




N-NH 



it&m* : N-r^^-N' -r-f-A^-N' - [ (2' - (lH-xhvv-^ 

-5-W;W -1,1' -1^7x^-4-^^) ^ffl'] ')!/? (#^¥6-184086 

-^oHi&e!! 3-31 IMRofltei&fcffiiil) 
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o 




N-NH 



<t^5 : N-v'^n^^ri/;W-N' -T^-^-W - [ (2' - (lH-f F 
57-*-5-f*) -1, 1* -^7x^- 4 --Ow) >)l/7 (4# 

Pi 5 ? 6-184086 ^r<D$mM 3-68 fcfWtffcfrtofcffiiS) 




N-NH 



it^6 : N- (2 h^fy7i-Jl/) -N' - ff-JV-N' - [ (2' - ( 1 
l"T 6 .2ii814 -^O^ifc|?!l 3-3 HB^O'fb^lCffl^) 
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iY&mi ! N- (2, 4-^7WD7x^) -N' -"T-f-JU-N* - [ (2' 

- ( l H-x h 7 5 --f;i/) -l, i' -tf7i-;w-4 ->f ;v) > f- 

*] 6-211814 Otfe&fcflJ 3 -7|Bm^k^%^ffi^) 




N-NH 



Ifc^s : n- (2, s-y^fji'?!^) -n* -r^-^-N' - [ (2' 
- (iH-fb7 > /-^-5-'f;i') -l, l' -\£y a -4 )V) 

*] (#^¥6-211814-f-OHifeM3-8|5«!tO'fb^^ffi^) 




N-NH 



-ffrfr*9 : N- (2 -yD^7x-;i/) — N' -"r^^-N* - [ (2' - (1 
H-f h7/-;V-5-^fM -1, 1' -tf7i-^- 4 --f;w) 
I'T (^¥6-211814-tOHife^J3-l 4|Bmo^%lCffi^) 



26 



WO 99/12534 



PCT/JP98/03930 




N-NH 



ik&m 1 0 : N- (2-x^y7x;jl/) -N' -r^^-N* - [ (2* - 
(lH-f 5 -4 ») -1,1* -lf7a-*- 4 




N-NH 



ft^l 1 : N- (2--Fa7i-^) -N' -^^-N' - [ (2' - (1 
H-x b?/-* - 5 ->f ;W -1, 1* -^7x^-4-^^) ^f-^] -7 
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2 : N- (4 -xh^>>AA'j|f-^7i-Jl') — N' -rf-ZU-N' - 
[ (2' - (lH-fh7 , /-^-5-f;i') -1, 1' -lf7i-;U-4 --f 




N-NH 



5 Ib^l 3 : N- (4 -p*^- 2 h n-7 -N' -r^-N' - 

[ (2' - (lH-f h77-^-5-'f;l') -1, 1' -t*7x^-4-^ 
">U7 (#IB¥ 6-211814 -^9^«|«3- 2 7iBft«>'fb'&*^ffiS)' 




N—NH 

-fb^l4 IN, N-e^ {2-^ Y^'yf))V^=-)V^)V) -N' 
10 N* - [ (2* - (lH-f h?7-*-5--f*) -1, 1' -t'7x^- 
4-4)1') ?1^T (fbfii--5HJfc«2 (1) MBS) , 
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N-NH 

5 »m««oim] 

*36WCfflv»a-««: (I) -C^^ftA-fb^Ji, #KFF 6-184086^-, #H¥ 
6-21 1814 «t O^Pi^F 4-300859 # OftS H - n y y 490820 

HimB*«>2r&* h mm Kia«<& #a s a * *l ^ i: t m?- * \ 

10 *««-Pfliv'iHfc* (I) T-^$;ftMk^{i, &»©#ifc-C:ffi«&3*L . 
15 o^>f*7 5>, ^>W3>, 7x^f;V7 5>, If^U 5?>\ ^-/.i.* 

20 /^Rtt. 9 jc > bbl * > * * * > aaa, J. * v 
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mm] 

mil P£t#j , flgs^r^j . mmm. mm, -»Kn-Ax, jib3i/xfD-;n 

**Jfe, Sftfil, AJfli1t^Jfe*O : ?l»^J:-0 r /*fcl±f&!(ttiI, HDL3l/^f 
n-*±#afl, LDL3i/^fn-^J:lF/|/;liVLDL3l^^fo-;K5 

flE*«tPt4^ffl**Lrv>io^ umprrak mmsrrmii xxmsm* m 
imm 
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^ ii#> J&A—A&tzt). l[sJ^o# x lmgfrb 1000 mgO^H-e, IB 

<b i o om g o^ffl-c, i a i mfrh&mft&n&ts- (Ut l < a, 

&J:v> 0 mm* fcfitfLffllid&KKJ: •) fin, fcKD*'>yD^** 
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iz&Gzti&o zvmmmt, r-m^^mmm>zmmu f&m 
mvxv&timn. mm. mmm. »K»mLtv»tu^. 

#1*21 2,868,691 X Xfrn® 3,095,355 ^KPL < lEfcS *ITV»* 0 

15 80 *36*** 0 £©J:dft*UW*ii, SfeKRMMU SM. fUfc&k 

20 m#mm&& t tz \tm<ommzmm l x&m n;H-eia 0 
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N-y^-N- [ (2* - (1- (2-v7;xf;i/) f h VS-fr- 5 -4 



5 T^J'V^WT, - 1 5*C-Ch (8 4mg) <D&it*f-V> 

(\.5m\) mmz\£VV> (0.07ml) £&Dx*:&. 2-tKn*v-3-7 
x-j^n/r/K • ^^f-)V3L^7-)V (1 5 2mg) (2ml) i 

[ (2* - (1- (2-->Tyxf^) 7- h7V-^-5-^;V-) -1, 1' - 
10 tT7^-;U-4 --f ;U) 75 > -ttflfeffi (2 9 8mg, #^¥6-184086 

1 fBttffr&fc) £ J: XT h V 5 y (0.22 ml) Ofh7 

t KtJ7 7> (5ml) ^^wma-eiinx, 3 o^it^L^o 
15 vh^77^- : ft^^^=2 : 1 — 1 : 1) -emtiiU TlB^te 

ffi^i-^^S'ft^ (2 9 5mg) *%tZo 
TLC:Rf 036CN4r^> I gfe$Jr.^= 1 : 1 ) D 
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N, N-fcf* (2-* h^ry*;V**-^xf;i/) -N* -^;U-N* - [ (2* 
- (1- (2 - v7yi^) -r h7V-^ - 5 ->f 1U) -1, 1' -tf7i- 



T^^Xf^ffl^CT, N-^^-N- [ (2* - (1- (2-v7/xf 
>W) x h7 x /-^-5 ->f )V) -1, 1' -tf7i-;W- 4 -<ifr) tJ-Jl'] 1) 
;W** -i D'J K (3 0 Omg, mWV- 6-184086 -SflWIMK 3 %ZWAt& 

®) KN, N-fcf* (2-^ h^fy*;l/**-;Pxffl/) 7r/-ftffifH (2 6 7 
10 mg) <D^>^£> (5 m 1 ) m%L&ZV*Y 'JxW5 > (0.33 m 1 ) SriDx.* 

i : 2) titsiL, -rm®&m*m-tz>mmtt&%!i2 7 3m g ) 

15 TLC : Rf 0.33 (^^"9" > I gf=$.x-?-^= 1 : 3 ) 0 

N-y^^-N- [ (2' - (lH-f h7V*-;l/-5-'f^) -1, 1* -If 
20 — ^xf;Vx^f ;V 




N-N 




5 
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Vnh 



T;Urf>^x#ffl^T. 1 ^UM L tzi t&%9 (2 9 5mg) ©ff7t 

KD77> (2ml) mfo^ Sfifl, [5. 4. 0] ? 

>7y*-7-~x-v. (o.o9m i) ^»nx.. aat-*tt»'Lfc. ,K(&ta^»ift* 

77^- TH«U Tffi»ttH**i-&*»W'fk'&* (24.2m 

g) *#fco 

TLC : Rf 0.25 (g^^-f-;V) 0 

N, N-tr* (2-^ h^ri>7>;P7K-;^f-;w) -N' -r^^-N' - [ (2' 

- (lH-fh7 > /-Jl'-5-'f;i') -1, 1* -^7x^-4 -4)\<) 
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H 3 C 




##ey 2 vm&LMt&®zmmm 1 1 mw*©*«sfcffr - 1 k «t »> > ties 

tlc : Rf o.56 (ig'fb^ f i/> : >^;-;i/=i o : l) 0 



mmn2 

N-r^^-N- [ (2' - ( 1 H-x h 5 -1, 1' -If 



H,C 




10 N- N Na 

or-c, mmm 1 -eM&Ltzit&Vd (isomg) ©1, 4-v**^> (2 
m 1 ) mmz 1 N-*.mti- (0.3 m 1 ) £;&n;U u 

Ttzm'&m^-t tt&mt&m 03m g ) 
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TLC : Rf 0.56(^DD*;VA : * ? J -)V \ gfc&= 5 0 15 1 1)1 
NMR (d^DMSO) : 8 7.58-7.45 (1H, m), 7.45-7.1 1 (8H, m), 7.10-6.93 (4H, m), 
5.19-5.05 <1H, m), 4.48-4.20 (2H, m), 3.66 (3H, s), 3.25-2.95 (4H, m), 1.50-1.05 (4H, 
m), 0.80 (3H, t, J=8Hz) 0 

(I) 

N, N-fcf* (2 -pi h*^*/u#— lU-xf-AO -N' - f^)V-^' - [ (2' 
- (lH-th7 , /-Jl'-5-'fJl') -1, 1' -^7x^-4-^^) * £ f- 
;w] ? 1/7 • •? V Am 



o o 




N-N Na 



mtm id) -c*ii Lfc<ffc4**&tt« 2 fc ra»ojftf^n#"t 1 1 k * »> , 
Tum&m im-rz * ana** * » . 

TLC:Rf 0.50(^nn^;UA : ^ ^y-;u= 9 : 1) ; 

NMR (d^-DMSO) : <5 7.55-7.48 (1H, m), 7.41-7.26 (3H, m), 7.05 (4H, s), 4.25 (2H, 
15 s), 3.55 (6H, s), 3.45-3.15 (4H, m), 3.03-2.88(2H, m), 2.58-2.43 (4H, m), 1.50-1.08 
(4H, m), 0.84 (3H, t, J=7.0Hz) o 

1) K h PPAR 7 §^fflv^jk>7x7- VYy** <D&&<DWWk 
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f5^'/*t-4? (TK) ~?U*:-?--$MT<D)V*y7 a,y— 
* - £ L X, PicaGene Basic Vector 2 (i$n Q n£. StEM > 1) 9 n ^ No. 309- 

04821) ^^^v7i7--if«Jtjt^Sr^f)aiL, TK ^D*-* -fc <£>0 pTK 
0 (^n>-r y **fc, #*n^ No. 6179-1) ^^^S/Jx^ynqE-^-ffitti: 
5 LT TK 7n^-^- (-105/+51) ^tSeT«o;v-v-7ai7— * 
pTK-LuaSr-ffrSLrt:,, TK yn^--^-±^ic^o^$:^H^-e*'2>G a 1 
4m&<?)B&f£&k UAS =5:4 @«ft«)agLfci>^>'9— ^U*Jf XL, 4xUAS- 

TK-Luc.*«^L.>^-^-fif£^fc L^o jaTK«v»fca.>^>-9— mm (& 

10 

mm&^l : Ga 1 4fi£jS#Emil^«Lrf^x>^v*-EHI 
5'-T(CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

HtG a 1 4Se^DNA^^^*;u^v;V*jg^rt^##li h P 

?-££JTFO X -5 KfNRLfco 1~&:fc>*K PicaGene Basic Vector 2 (iSnp£, 
^#>f>^±, n ^ No. 309-04821) Lf/n^-^ 

20 G a 1 4SG*>DNA*frfr«J*L lflrBfrfe 1 4 7#B*T©7S >»KEHIfc 
n- KtSDNATKKt b PPARy§»'j5!r> Kife^«J**3- K*t 
oDNA#7l/-A^ J:^ tCfft^-LT, PicaGene Basic Vector 2 (iSon^) 

25 it SV40 T-antigen &&e>&&ff5' 7t fr* AlaProLysLysLys 
ArgLysValGly (E?9#3-2) *EL, */u#*->5fc3Bfctt|fc 

if)V^-— >jl\£ h -7\ TyrProTyrAspVa lProAspTyr 
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Ala fca^fltJha K>*«KE-tSJ:-9fl:DNAK^Jt Lfc. 

Mukherjee h (J. Steroid Biochem. Molec. BioL, 51, 157 (1994)#flB) , M. E. Green 
h (Gene Expression, 4, 281 (1995)#$0 >. A. Elbrecht h (Biochem Biophys. Res. 
5 Common., 224, 431 (1996)#fiB) ttz&A. Schmidt h (MoL Endocrinology, & 1634 
(1992)#flf0 K «£ I) lB«c S *wt t: h P P A R £##tf>m&JfctS^ h „ 

hPPARy K*fr&«*: S e r 176- Ty r 4 ™ KtJDNAt 

"ttfflLfc. ^^K^af^S:*-*-- T^<^ PPAR'J^f^Ki^ 
£^®£^L£Ga 1 4 Sfi^D N A*S£-^J£, lfl^f, 1 4 7f ISt^) 
10 /^E^iJ^n- K1-£DNA£#1-£f£S^*-fc#^-Cli^L£o 

2) PPARy^f^vV;^?!?-^-^^ 

?S±«Bmt Lxm^tz cv-l SfflJl&Jilf&KftoTig^Lfco 1"&fc>*>, ^ 
^yrJ&^-y^UJgife (DMEM) K^Mlfilff (GIBCOBRL?±, . ^^n^No. 
26140-061) 0%K£& X iKffijjQL, £ 0 U/m 1 O^s 

15 'J V G t 5 0// g/m 1 OlK^ b v^fy V^jDi^ft^T, 5% 

* - afis^, Gai4-ppAR * -omd n a ^m^mm^mx-r 

& h5>^7x^y3 >K*U *IHJfc£¥«> 1 0 cmdish 2 x 1 0 6 cells Jf *f 
LT*3£, jm«f*^Sfl:v^ift-C-|gft8>«f^S:JfcLfc«, 0m 1 SriJP 

20 X./: 0 W #- 9 -fifci 1 10^g, Gal4-PPAR S&S^ 9 9 -0.5 ^ 

LipofectAMINE (&«&£, GIBCOBRLtt, * ? n 7 No. 18324-012) 5 0// 1 £ «fc 
< t&fll U ±IB^*dish H»L^o 3 7 ICei&^fc 5-6 ftfflWm. 10ml 
©M^I&M (GIBCOBRLtt, *^n^No. 263(XM)61) 2 0%Z&tft&i& 

25 8000 cells/ 10 0ml DMEM- 1 0 %3t#rifilfi/well OfflB^Ml? 9 6 ^7*U- 

f&^-CJBv^fc^ODMEM-l 0%Jt#rJfiLr#f§i£l 00^1 £i8S#nL£ 0 3 7 1: 
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&M'?£2>f$!&ttM4t&V3 hO^V (Cell 82, 863 (1995), Endocrinology, 

137 . 4189 (1996)^3 XZFl. Med. Chem., 3J, 665 (1996)#M) 1 0 p M?&(jnB#£>;l/ v 

5 7x7- vm&z i.o t &<D*%w?m^&ik&®<DWttm&*&iKm 



mi 







<k&& 3 


0. 2 8 


-fb-g-fe 5 e> 


0.2 0 


6 

•7" h V -7 AJ^ 


1.00 


1- h y «7 Ajtg 


0.4 5 


<t£-% 9 o 

7"h V*7Aj& 


1.10 


-ffrg^i o© 


0.4 5 


-fb^i l© 
* h y •> a& 


0. 2 5 


<fc^% l 2 <r> 


0. 15 


ft-g-fe 1 3 <D 

■r h y Aig 


1 . 0 0 


14© 


0. 10 
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c57BL/K S j-db/db (he) * 8 iim-cAwm. 2 »ra ©gambit z ft 

ftofctt^ Lfc. XHkM&iB (OB) > Jl»R*&8ifiLU Mm. 
5 1 B 1 Hv&ntt5- (1 0 Omg/k g/day) &*t&v\ IgJRttfeB (1 5 B §§) 
hV/V-ty^f K (TG) ) ima&Lito »***2lc^1-o 

- *~" — ""'"" FFA TG 

(mg/dl) (mg/dl) 



3>bD-fl/ 797 ±20.1 79±28 

ffrfrtt 6 © 

th'JfAft 575±113 51 ±34 

(100mg/kg/day) 

10 

wmm 
mum 



*^-r*t©w i o o&zntio 

15 • N— (2-* Ky7i-^) — N' -r^^-N* - [ (2' - (lH-r 
h 9 5 ->f -l, l* -^7x^-4-^^) ^/i/] <^ur- 

th'JfA^ 1 0. 0 g 

•»lt*2 r ';=i-/u«*/i'->tfA (iiigSJ) .0. 2g 

0. lg 

20 •tfcHrfi-te/l'n-X 9. 7g 
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5 • N— (2 —2 h+v7x^) -N' -7^;i/-N* - [ (2' - (lH-t 
h7 > /-^-5-'f;l') -1, 1' -Vf7i-;U- 4 -4 AO ^-7^1"] fW7- 
^HJ^Aig 2g 

• -^y=- y Y 5 g 

• M&Tk 1000 m 1 

10 
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5 [5$;*> Ali 

1) 

2) C 1 ~7T^4rl^>^ ttzli 

3) C2~67^-l/>S^t>U 
R Mi 

io i) aw*^*^^^ 

1 ) C 1 - 1 4 T)V*)V&^ 

2) 0 2- 6 7^-^1, 

3) C2~67M^;^ 

4) ^D^>I^ Cl~4 7;Wi, C2~6 7^-^tliCl 
15 -4 7^3*^2^^ 1 2£li21lO^&&-e®&£*VC 

v^t *> «t v^c 3 - 1 4 comsss 7tii#^<7?^] s tz\t^mn<D&tmm.. 

ttz\± 

5 ) iflff/cliiSe?: 1 m^-tZ 4-7 fl^If^Af nit 5:^ 
t> L, 

20 ii) AtFC 1 ~ 7 7^^ U fcliC 2 ~ 6 7^^-U>I*^fett^ 

1) /NO^>ig^ 

2 ) 

3) C 1 ~ 4 T;UrJ*v&, 
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4) 7x^V$, 

5) C l -4 7;^;^^!, 

6) 7^1, 

7) -OCOR 4 ! R 4 liC 1 -AT^^)vm^io'to ) . 

5 8) -0CO0R 5 $ R*\tjmW.=f-ttz\tC 1 ~ 4 T^^gfca 

t>i- 0 ) , 

9) ^u^HC^ C1-47W1, C2-67;^-;vil/:liCl 
v>tUv>C3-l 4om^S/ci±^mo^*^{i^^no^^ 
1 0) ^JI^*^J±^lg^^ 11i^i--S4~7M<7)^.3»^xn^^ 

1) Sfctt 
IS 2) ^ITf-fc^frU 
X 2 ti 

1) -NR 2 -i, Sfcli- 

2) &#Jg^£3EfrU 
R 2 (± 

20 ( 1 

(2) C 1 ~4 T)\'*)\'^ 

(3) C2~67;^-^ 

(4) 0 2-6 7^-;^ 

(5) TIB (i) ~ (vi) frbMRZtiZ liBO^-Cg&SfifcC 1 ~4 Tfr 
25 C 2~6T;i'<5r-;i'^ £ fcliC 2-6 7^-^M$^L : 

(i) -COOR 6 S R 6 C1-4 7WS, Sfcli 

- (CH 2 ) o2 -CONR'R 8 I R 7 £J:tf R 8 {i*ftW$?3: 

Lt, tK^^-> *7t{±c l ~4 7;^;^^gfot^ fc^v^i, r 7 
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fcR a ttR»**MK?-fc-*fc:fco-c\ - (R 9 ) mi & R 9 

{±7K*li^t^{iC l~4 7Wl^bU ml 14 l-3(Diit* 
3Efc-fo ) tt»**iTv»4, MS** 1 Sfc«±2flU 

5 7l«O^D(7)Afo^ft)L x n2ttl-40H*S*)t.) 

«r**>1- 0 ) 

(ii) -CH 2 OR 10 i R^fcfcWWtfK Cl-4 7*^*fttt 
-COR ll i (&K R"liC 1 -4 7/Mr 

(iii) -CONR ,2 R 13 S R ia iJJ:rfR 13 i±-?-a-r*Mttfi:LT, tK* 
10 Cl-4 7fl/4f^i, - (CH 2 ) „ 3 -COOR M i 

R l4 li;Jc*JK^*fcl±C l~4 7WMgfcU n 3 11 1-4©I 
%L*nt>1ro ) > Sfcli- (CH 2 ) n4 -CONR 15 R 16 » (3fe«K 
R 16 iJ JrtfR^li^ti^ftaaiLT* fcliC 1-4 7*** 

**SE*rfrts **v»li, R 15 t R^liBfti-ia*^^^— 
15 - (R 17 ) m2 m R 17 {±*^^*/cfiC 1 - 4 7WS 

fc^bU m2t±l~3O^&£iEfc>1- 0 ) -C«tfcS*tTV>4, M^ig 

*S^*#W3«#^t"& 4-7 Jl omit OiSP»0^-f-r3||l*iE*>L, 

mmm?i 1 ib-t & 4 ~ 7 i^fiosfii o^-rn nz&t> 
-to ) , 

(iv) 
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-0- 



mm =f- 1 mmm* * utt 3 m^m-t * 4 - 7 m <o ?m<o ma <o ^ n 



(v) ^Dy>If, Cl~4 7Wi, C2~67;^-;l'SSfcttCl 

*>«tv^ C 4~70m^^*7t{i^^ao^^ 

(vi) ttS^ 1 i^^tti 4 ~ 7 MOAxnf ) „ 
10 R 3 te 

1) -COOR 19 i R 1 fcl±C 1 ~4 T;l^;Vg£^*> 



5 



-to ) . 




15 



3) lH-fb5^-5 — f/U*, Sfcli 
4) 




20 
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-©- 

at, 

5 ayo-e^au 

< 3 mmm** im^-tz 4 ~ 7 * om^io^s&fn^x n^t^t. u 

R 21 li. . 

( i 

10 (2)Cl-47^i, 

(3) C 1 ~4 T^34r^, 

(4) 0 1- 4 7^^^, 

(6)tKo^rv (Cl~4) T)V*)V^ 
15 (7yM3^jjgi^ 

(9) h 'J^cM^l/^v^ 

(10) ^ bnl, 

(11) 7.x — A"3fc, 

20 (12)^>v?;>*^rv^ 

(13) Cl~4 7;i'+^;i/7^-;H, 

(14) C 1-4 T )\s*r)V7,)l'* — )}/^ ttzlt 

(15) — J — R 22 2? Hi 
(i) 

25 (ii)Cl~47^V>$, 
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15 



(iii)C 1 ~-4T)\'*rl'>**i'mZMt>l, 
R 22 (i 

(i) -COOR 23 * R. 23 tt**K^ 

* £fi-CH 2 CONR 24 R 25 & R 24 i3«tl/R 25 f±-ett 

z$Lt>-r 0 ) , 

(ii) 

x^^COOR 23 
OH 

(*»k r 23 ^^ km cm.mzmt>-r 0 ) , 



10 (iii) 



v^^COOR 23 

T * 

o 

' (3fc«K R 23 J±lf|Bti0li:iii^^^fc1-o ) , 



(iv) 



(v) -CONR 26 R 27 & (&*, R 26 {i7K^M^i^{iC 1 ~4 

20 i/;li-CH 2 COOR 28 I (i^, R 2& it^m^ttziiC 1 

~4T^^r;W*=Srat)-to ) *^t>i" 0 ) Sr^frU 

m 4 f± i - 3 <Dmm.*mt>i- 0 



48 



WO 99/12534 



PCT/JP98/03930 



2) 



10 



15 



\ XOOR 23 



R 23 MIEfcl^i:it<**a*3-ro ) j3«fctf-CONR 26 R 27 g 



(2)C l~47JKU>i, 

C 1 ~4 7;^*y|, -OCOR 32 ! R 32 fiC 1~4T;W 

^rJV*^^1-o ) , -OCOOR 33 i R 33 Wu Cl-47 




(S4>, R 23 fimiBi:|BlCTii*?:^1-o ) , 
\ XOOR 23 
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R 29 l± 

i) Ltf&m&*$tt>-r®^ 

( 1 )7Kf5t®iK 

(2) 0 1-107^^$, 

(3) C2~6T;^-;i/S, 

< 4 yM3 Cl~4TiWS, C2~67;i/y-;^ CI 

~4 7;Pn*yi, -OCOR 32 S R 32 J±mflS £ 1^1 

£3Efc-fo ) , -OCOOR 33 ! R 33 timifii:I^Ditl*^ 

^fc1"o ) *£tt-COOR 34 & R 34 iiffffetl^Diti*5: 

c 3 ~ 1 4 om^s * i±&mv>mu * * {±*&*a ©Rtn, s ^ »± 

T * 1 if o^t t-S 4 ~ 7 nf Jtfc 

ii) L^Cl~47^U>i, ^nr^JIR 1 , Cl~47^ 

C 2~6 7H-*S, Cl-4 7^3*vi, -OCOR 32 

& R 32 »ietni:iti*^^^i-o) ,-ocooR 33 i(i 

R 33 {iMlBi:|s|i:jti*?rSt)-ro ) £ 7tf±-COOR 34 & 

R 34 «mfatisii:^5:^t»i-o ) #>£>jii#is*t£, iifcii2«© 

l^liC2 ~6<?)7^-l'>I^t^ 

( 1 

(2) C 1 - 4 7^3^^ 

(3) C 1 ~4 7H*f*^ 

(4) -OCOR 35 I R 35 f±C l-4 7^*it$t>t. ) . 

(5) -COOR 36 i R 86 fcliC 1 ~47W 

****»i-o ) ; 

(6) Any>®^ C1-4 7;v*jH, C2-67;v^- 
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mt m c±mzmt>i- 0 ) , -ocoor 33 R 33 «±mie 

fcEICttfcfc^art:,, ) ££tt-COOR 34 * R 34 fifF 

( 7 >$Myic^ * * aaa* is* * i , t tz immm? t&m 

R 30 tt, 

10 (l)**^, Sfcli, 

(2)Cl~4 7M;H^fi\ 

R 2 9 - L - £ R 3 h t tSG-f ZRmm? t 4 o T, 

(1) C3~7y^n7^;i/I, ££f± 

(2) 5-7«©7^ h ^SWrfEfcU 
15 R sl H\ 

( i 

(2) -COOR 37 l R 37 f±7K^^, 0 1-147)^ 

C3~7->?07;W$Jfcll- (CH 2 ) „ 6 -CONR 3! R 39 S 
(*»tU R 38 i5J:U r R 39 {i^n-rtL^2:L-C, *3C«^-**I±C 1 ~ 
20 4 7^*^4*t)tA\ *£v>t±, R 38 tR 39 {iK^i-<5>M^^ 

- (R 4 °) m5 g R 40 i±7^mm^itzit 
C 1 ~47;l/4r^i4ifoL, m5 12 1 - 3<0i|[*W, ) "C 

lmroztzimm&Ttmmm^z&stsm^Gi-z 4~ 7*^ 

25 ^OfiaflJO^rn^t^frU n6lil-4^1MWo ) * 

SEto-*-. ) > 

(3) -CH 2 OR 41 i R 4 Mi*im^ C1-47^^;H 
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frmm=?-, ci~4 7M;n, - (ch 2 ) n7 -cooR 45 i m 

R 45 li7K»T-*7t{iC 1 ~4 7)i/^$^L, n7fil~ 
4 03£&£3Efc1- 0 ) ifctt- (CHj) n8 -CONR 46 R 47 & 
R 4 6 i5 <fc IFR 4 7 Ji ft-Ffr^fejZ LT, jJcatK^fcttC 1 ~4 

IK-fC4oT, - (R 48 ) m6 S (36«f, R 48 l±, tK^M^- 
ifcliCl-4 T U m 6f± 1 ~ 3 <^&£^fr 

-To ) -eM&£*vCv>&, fl*JBT-*l*fcli2«, StSfitelf 

st-* ifflro, s tzimm^tmmm^i^m-3m^i-z 4- 

7l«Il<7)MOAfnl4^L> n8lil~4 <^3&£^:b 

•to ) imt>-r<, ) . tfcit 

(5) 




3) X 2 ^-NR 2 -*=£:g^-tt E t RH^Hh tftir? zmmU* £ - 
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-f-O^-r nS|K^ l Wn^ LTVl ^^g fc u m{± o 

n 1 14 1 ~ 4 <0^=Sr^^-t- o ] 

io ■c^$fL*-fb'&*, ttibmmwM.. %tib<Dmtm&L. ttz\±%n.b<D*M 

L> ^HiLJES«J{4|5fe<o ) o 

2. -HsS (i) -r^en^-fb-frWK^v^T, R'-A^ 

3. -jft^: (I) ^StlMb^KiSWT, X 2 ^NR 2, $ (£»K R 2a <4 
20 Tfc^Ili^ Mg&££i4COOR 6a & R 6a {47K^i : -Sfct4C 1 -4T 

) -CB&SftfcC l -4 7;^;H^^t, ) 4fcf4^« 

e^t* ^^«b<7>^#te^ ^^c><7)m#jjnm, ztz\zzixb<Djm 
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4. -HR55 (I) "C^£ ftMfc-g-tJKiJ^T, E^. 

1) C i-i or;H;H, 

2) ^nr>I^ C1~4 7;W$, C2~6 7^^S, CI 
~4 7;^^vl, -OCOR 32 !, -OCOOR 33 ^i7tf±-COOR 34 ^ 

•to ) tf^iSiRSft*, l ttzi±2®<D&xm&ztix^xt> J:v»7x-;Hi 
itr/JfeliCOOR'S R'tt^MtJSC^f fcliC l~4 7W$*lt 

fc-to ) -Cffi£$*t£C 1 -5 7^« 

3) C3~7v?n7WS, Sfcli 

10 4) 1 *tzte2m<DR 21 *m-?W&2tiX\,*Xi> iv>7xi*I (g*> R 21 a 

«r 21 ^ R 2 Mii»^<Df£Bai •coj&ftfcpgcfcflsfc^bi-o ) trac* 

M4otuv>„ ) ■■<•* *tit><o$m&M.. *tih<Df£m[\i&. ttz 
\**tih<Djmm*%n®.frt Lx^-tzm^wmi. 2 itz\tztzm.<o^ 
15 )\<**vv-2*mmmfcm\L&mm®m (tztzL. &mifn&Mim<o ) . 

5. — *b£ (I) T^s=ft<Mb-£-^K;fcv*-c, Etf* 

1) Cl~77;WI, 

2) 7x^^j:i;/itiiC00R J I R'li**JR^-SfcttC 1 - 
20 47^*****^. ) -?M&$tt£C i~5 y/i^/Hk 

3) C5~7y^D7JWi, 

4) C 1~4 7W$, C 1 ~47^3^'>I, C 1 - 4 T ^ 
nr^Sf, -Fol, -COOR 23 ^ R 23 »tt**ISt^ Cl~4 
T;i/^r^=Sra*>-fo ) ^*>iliR£ft*> 1 ££li2iSOg-CM&£ftT^T*> i 

25 v>7x-^it*i^, feOlMWSUL, ^ftkoS?tt*Hrt£, itzliZti 
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6. HRsS (I) -CTfiZtiZit&Hs. Ztibmmnm, *ixb<Dm$M&. 

*tztt*tLb<Djmyg itmmfr t LT&Gtzmsw&mi rate**** 

5 7. »3fc©3fcB 1 iB«W>H!S5$; (I) .*ft£>©*#ffig, 

tf/afcttfftBHiU HDL3V^fo-;HM L D L n I/Xf a X XT 
10 /SfcllVLDLal^xn-zuoateWfl, $g^=|pB>v^ Kn-AX«n?7 
r * * -@M»Jo 

8. (I) T^SftSft-^*, WbO##t£*£. **ifc©&ttflK!£, 

9. (I) X-mZlxZit&m. *tit>V>2m&8L. *tib<D&tt1x&L. 

1 0. N-y-f-^-N- [ (2' - (1 H— r h9'/-*-5—f*) -1, 
1' -if 7x^-4 ->f ;u) »;va^ >K 1 f3f->:fr;w*K— ;w 

25 - 2-7xr^xfmfJK ifctt 

N, N — If 7: (2-p< Y*ri/lj)V#-)\,3-?-)\,) -N' -T^V-N' - [ (2' 
- ( 1 H-t- h 7 5 -1, 1* -t'7xi^-4->f^) 
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mm 

Sequence Listing 
<110> ONO Pharmaceutical Co. .Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> 0NF-2762PCT 

<150> JP 9-245101 
<151> 1997-09-10 

<160> 3 

<210> I - 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gage t 85 

<210> 2 
<2U> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 
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Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
1. [~~] Claims Nos.: 



because they relate to subject matter not required to be searched by this Authority, namely: 



2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Q Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation or Item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: ""*""' 

The inventions of claims 1 to 9 relate to drug compositions including 
peroxisome proliferator activated receptor 7 -type controllers, which 
contain as the active ingredient amides or thioamide derivatives represented 
by the general formula (I) as set forth in claim l r nontoxic salts or 
acid-addition salts of the same, or hydrates of these. 

The invention of claim 10 relates to two specific compounds represented 
by the above general formula (I), nontoxic salts or acid-addition salts of 
the same, or hydrates of these themselves. 

To infer the reason why the invention of claim 10 is limited to the two 
specific compounds from the disclosure of the description, the applicant 

1. Q As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable claims. 

2 ' S ^ a11 searchab,e claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3 * CZI ^ onl y some of the re< l u * red additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest. 

Q J| No protest accompanied the payment of additional search fees. 
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is considered asserting that the two specific compounds are novel and the 
other compounds represented by the general formula (I) are publicly known. 
Thus, claims 1 to 9 are considered as containing two inventive concepts , 
i.e., "inventions relating to uses of novel compounds" and "inventions 
relating to novel uses of publicly known compounds" in an intermingled state. 
When viewed from the prior art, further, the two specific compounds of claim 
10 do not provide any new concept of basic structure at all. Such being 
the case, the group of inventions of claims 1 to 9 and the invention of claim 
10 are not considered as relating to a group of inventions so linked as to 
form a single general inventive concept. 
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cellular activity is expression of an adhesion molecule, particularly the 
endothelial cell adhesion molecule E-selectin, and modulation is a 
reduction in expression of E-selectin. The modulating agent is A 
particularly high density lipoprotein, an inhibitor of SK activity, but 
more generally can be any agent that regulates synthesis of (I) or an 
(ant)agonist of (I). Typical agonists are (I) mimics and antagonists are 
e.g. monoclonal antibodies or antisense nucleic acids. Preferred assay: 
The lipid, specifically sphingosine, and the scintillant are attached to a 
solid phase. To identify compounds with SK activity, the analyte and 
33P-labeled adenosine triphosphate are incubated with sphingosine in 
presence of scintillant. 
(62ppl251DwgNo.0/8) 
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Agents to control peroxisome proliferator activated receptors 
(Jpn) 

C99-067376 N(AL AM AT AU AZ BA BB BG BR BY CA CH CN CU 
CZ DE DK EE ES FI GB GE GH GM HR HU ID IL IS JP 
KE KG KR KZ LC LK LR LS LT LU LV MD MG MK 
MN MW MX NO NZ PL PT RO RU SD SE SG SI SK SL 
TJ TM TR TT UA UG US UZ VN YU ZW) R(AT BE CH 
CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS 
LU MC MW NL OA PT SD SE SZ UG ZW) 
Addnl. Data: TAJIMA H, NAKAYAMA Y, FUKUSHIMA D 
98.09.02 98WO-JP03930 



NOVELTY 

Agent (excluding hypertensives) to control peroxisome 
proliferator-activated receptor contains an aromatic carbamate 
compound or its salts, acid addition salts and hydrates. 

DETAILED DESCRIPTION 

The aromatic carbamate compound has the formula (I). 



BQ4-D2A2, 14-E12, 14-F2D. 14-F6. 14-F7. 14-F10. 14-1 W5Sf , 
S4) .4 i 




(i) 



A = bond and 

Ri = 1-14C alkyl, alkenyl, alkynyl, Cyc or Het; or ^ 
A = 1-7C alkylene or 2-6C alkenylene and Alv 
Ri = halo, OH, alkoxy, phenoxy, alkylthio, amino, OCOR4, OCOOR5, 
Cyc or Het; 

Q = (CH 2 ) nl ifc; 
E = G 2 (R2i)m4 or a group of formula (i); ; - 
L = bond and Li 
\ I WO 99 125 34- A+ : 



R29 = H, 1-10C alkyl, alkenyl, Cyc' or Hef; or 
L = 1-4C alkylene (optionally mono- substituted by Cyc') or 2-6C 
alkenylene and 

R29 = OH, alkoxy, alkylthio, OCOR35, COOR 36 , Cyc' or Hef; 
X, =OorS; 
X 2 = NR 2 or O; 

R 2 = H, or alkyl, alkenyl or alkynyl (all optionally substituted by one 
of COORe, CH 2 OR l0 , CONR 12 R 13 , COG', 4-7C monocyclic 
carbocyle (optionally substituted as for Cyc) or 4-7 membered 
monocyclic heterocycle (containing one N); or 

NER 2 = G substituted by (CH 2 ) m R 3 i; 

R3 = COOH, alkoxycarbonyl, alkoxycarbonylphenyl, l-H-tetrazol-5- 

yl or l-H-tetrazol-5-yl-phenyl; 
R4, R35 = alkyl; 
R5, Rm, R 36 =H or alkyl; 
Re = H, alkyl or (CH^CORyRs; 
R 7 , R 8 =H or alkyl; or 
NR 7 R 8 =G; 

Rio = H, alkyl or alkylcarbonyl; 

Ri 2 , R13 = H, alkyl, (CH 2 ) n3 COOR„ or (CH 2 ) n 4CONR 15 R l6 ; 
Ris, Rie' = H or alkyl; or 
NR 15 Ri 6 =G; 



R21 = H, alkyl, alkoxy, alkylthio, OH, hydroxyalkyl, halo, 

trihalomethyl, trihalomethoxy, nitro, phenyl, benzyloxy, 
alkylsulfinyl, alkylsulfonyl or JR 22 ; 

J = bond, 1-4C alkylene or 1-4C alkyleneoxy; 

R 22 = COOR 23 , CHOH-COOR 23 , COCOOR 23 , COCH 2 OH or 
CONR 26 R 27 ; 

R 23 = H, alkyl or CH 2 CONR 24 R 25 ; 

R 27 = H, alkyl or CH 2 COOR 28 ; 

R 2 4-R 26 , R 28 = H or alkyl; 

R 30 = H or alkyl; or R 30 is bonded to a carbon of LR 29 ; 

R 3 i = H, COOR 37 , CH 2 OR4i, CONR 43 R44 or CO-G 3 ; 

R 37 = H, 1-14C alkyl, 3-7C cycloalkyl or (CH 2 )n 6 CONR 38 R 3 9; 

R 38 , R 3 9 = H or alkyl; or 

NR 38 R 39 = G* 

R 4 i = H, alkyl or COR4 2 ; 

R 42 = alkyl; 

R 43 , R44 = H, alkyl, (CH 2 ) n7 COOR4 5 or (CH 2 ) n8 COONR4 6 R47; 
R45-R47 = H or alkyl; 
NR46R47 = G'; 
m = 0-4; 
ml, m4 = 1-3; 
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nl-n8 = 1-4; 

G, G', G 3 = 4-7 membered, saturated, monocyclic heterocycle 

(optionally substituted by up to 3 alkyl) containing 1 or 2 
N, or 1 N and 1 O, or a total of 3 N+O; 
G 2 = benzene ring, or 4-7 membered unsaturated heterocycle 
p. , containing one N or one S heteroatom; 
G" = G, or benzo- fused G; 

fcyc = 3-14C mono- or polycyclic, saturated or unsaturated carbocyclic 
(optionally mono- or di-substituted by halo, alkyl alkoxy or 
alkenyl); * J 

Cyc* = 3-14C mono- or polycyclic, saturated or unsaturated 
*L carbocyclic (optionally mono- or di-substituted by halo OH 
I alkyl, alkoxy, alkenyl, alkylcarbonyl, alkoxycarbonyl ' ' 
r >. alkoxycarbonyloxy or COOH); 

Het = 4-7 membered monocyclic heterocycle (containing one N or SV 
get' = 4-7 membered monocyclic heterocycle (containing one N or s' 
fc. or one N and one O); 

provided that when m4 = 3, then R 2 , are not three groups of formula 
JR 22 with R 22 = COOR23, CHOH-COOR 23 or COCOOR 23 . 
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(CH,) 



2/n5 
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Alkyl alkoxy have 1-4C, and alkenyl, alkynyl have 2-6C unless 
specified otherwise. 

DEPENDENT CLAIMS are also included for the following: 

(1) N-Butyl-N-[(2 , -(lH-tetrazol-5-yl)-l,r-biphenyl-4- 
yl)methyl]carbamic acid l-methoxycarbonyl-2-phenylethyl ester 
(la); and J 

(2) N,N-bis(2-memoxv^ 

yl)-l , 1 -biphenyl-4-yl)methyl]urea (lb); and their salts and 
. I WO 991 2534- A+/2 



hydrates. 



Activity 



^ Antidiabetic: anti-obesity: antihypercholesterolemic 
hr f G57BLyKsJ-db/db mice, blood levels of free fatty acids and 
toiglycendes were measured after 14 days treatment with 
J^Omg/kg/day orally of N-(2-methoxyphenyl)-N'-butyl-N , -[(2'-riH 
tettazol-5-yl)-l,r-biphenyl-4-yl)methyl]urea. Results (with results for 
untreated controls in brackets) were free fatty acids 575 (797) mg/dl- 
triglycerides 51 (79) mg/dl. & ' 

w 

MECHANISM OF ACTION 

H The compounds control the gamma-type receptor 
USE 

■|The compounds control the gamma-type receptor, and are useful 
agagents to increase HDL cholesterol and to reduce blood sugar, lipid 
MLandVLDL cholesterol, and risk factors for diabetes and ' 
Sjgdrome X; for the prevention or treatment of diabetes, obesity 
pnorome X, hyperchloesterolaemia, metabolic abnormalities 
^erhpidaemia, artenosclerosis, circulation disorders, hyperphagia 
ischemic heart disease (claimed). '/hps, 



ADMINISTR ATTOM 

1-1000 mg/day orally or 1-100 mg non-orally (e.g. iv) 

EXAMPLE 

No detailed example of the preparation of the new compounds 
trom known materials is given. 

TECHNOLOGY FOCUS 

CHEMISTRY - Preparation: (la) is prepared from (lb). (Ib) is 
prepared from the corresponding carbamoyl chloride. 
(67ppl828DwgNo.0/0) 
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8ff5i^ lle ^?l^! nti * epi,eptic com PO"nds co-administered with 
^lfn^^t rCCept0r anta go»ists or NSAIDs (Eng) 
S99-067377 N(AL AU B A BB BG BR CA CN CU CZ EE GE HR HU 
ID IL IS JP KP KR LC LK LR LT LV MG MK MN MX 
NO NZPLRO SG SI SK SL TR TT UA US UZVN YU) 
R(AT BE CH CY DE DK EA ES FI FR GB GH GM GR 
IE IT KE LS LU MC MW NL OA PT SD SE SZ UG ZW) 
MAGNUS-MILLER L, SALTEL DA * 
98.08.1 8 98WO-US 17083 




jg^ELTY 

^]^| mbinati0nS ° f P ain - relievi "g anti-epileptic compounds (I) with 
»A receptor antagonists, NSAIDs and/or analgesics have an 
U^mcd analgesic effect with reduced side effects. 

lllE^ITY 
ggj^nalgesic. 

WTO? 3 l : n l combination of gabapentin and naproxen sodium is 
S^Rgff g C ° mpared With a meoreticaI ED *> of the combination 



USE 

The combination is useful in the alleviation of pain from a variety 
of sources. «i^jr 

ADVANTAGE 

The combination exerts a synergistic effect, providing more 
ertective pain relief and requiring less of both agents to achieve the 
desired result. Lower dosages result in a reduction in unwanted side 
effects. 

ADMINTSTR ATTOISJ 

Oral or parenteral. No dosage given. 

EXAMPLE 

In tests using Carrageenan-induced thermal hyperalgesia in rats, 
the effects of gabapentin, naproxen, combinations of the two, and 
vehicle (control) were determined. Although both gabepentin (3-200 
mg/kg oral) and naproxen sodium (0.3-30 mg/kg) showed some 

I WO 991 2537- A+ 
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